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REMARKS 

deration of the present application, as amended, is respectfully requested, 
present amendment raises no new issues for consideration and, in any event, 
application in better condition for consideration on appeal, it is respectfully 
lis amendment be entered under 37 CFR 1 . 1 1 6 in response to the last Office 
30, 2003, which made final rejections as to the pending claims. 



May 



A. STATUS OF THE CLAIMS 



Asa 

continued prosecution 



refc alt of the present amendment, claims 1-8, 10-1 6 and 1 8-37 remain in the case for 



B* REJECTIONS UNDER 35 U.S.C S 112, 2 nd PARAGRAPH 



At page 
18-30 and 32-3 
and distinctly 
have amended 
also deleted the 



amended to i 
amended to 
is urged that tht! 



At page (2, 
informalities in 

At page 3, 
identical in scojji, 
confirm that cl; 

In view of trie 



two, paragraph 2, of the office action, the Examiner has objected to claims 1-16, 
under 35 U.S.C. § 1 12, 2 nd paragraph as being indefinite for failing to point out 
cjlhim the subject matter which Applicants regard as the invention. Applicants 
last two lines of claim 1 to insert "target cell'* before 'and". Applicants have 
limitation of Z[D] y from the last two lines of both claims 36 and 37. The 
dependency of fclairn 1 8 has been changed from 17 (cancelled) to claim 2. Claim 32 has been 
indicate that Z becomes covalently linked after the reaction. Claim 37 has been 
fy that Li is the bifunctional group. In view of the amendments to the claims, it 
rejections under 35 U.S.C, § 1 12, 2 nd paragraph have been overcome. 



clarity 



C OBJECTIONS IN THE CLAIMS 



, paragraph 3 of the office action, the Examiner has objected to various 
he claims. Applicants have amended the claims to correct these informalities, 
pjaragraph 4 of the office action, the Examiner has stated that claims 9 and 36 are 
Applicants have, therefore, canceled claim 9. Additionally, Applicants 
14 and 37 are not identical in scope, 
amendments to and cancellation of the claims, it is urged that the objections 



aims 
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cited herein bjy 



D. ALLOWABLE SUBJECT MATTER 



Atpagi 
allowed and thkt 
overcome the lejccti 
claims and it js 
overcome. 



E. CONCLUSION 



In vie^v of the actions taken and arguments presented, it is respectfully submitted that the 
present application is now in condition for allowance. 

An early and favorable action on the merits is earnestly solicited. 
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BY: 



the Examiner have been overcome. 



3, paragraph 6 of the office action, the Examiner has indicated that claim 3 1 is 
claims 1-16, 18-30 and 32-37 would be allowable if rewritten or amended to 
ons under 35 U.S.C. § 1 12, 2 nd paragraph. Applicants have amended the 
urged that the rejections/objections cited herein by the Examiner have been 
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Re: 



IIV THE CLAIMS! 



Please cancel 

Please amend 

I - (Twice 



tUim 9. 



(I) Rn 



wherein: 

Li is a 
D is a 

cell; 

Z is coiklently 
moiety that is 
thereof; 
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APPEND IX - Version Showing Chang es Mdp 



:laim 1 as follows: 

Amended) A compound of Formula I: 



»3l. 




ti functional linking moiety; 

Jjoiely that is a leaving group, or a residue of a compound to be delivered into a 

linked to [D] y , wherein Z is selected from the group consisting of: a 
ittivcly transported into a tnget cell, a hydrophobic moiety, and combinations 
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Yi,Y 2 
Rn is 

R-is R4 
Cj-6 alkyls, C3 
cycloalkyls, 
Ci-6 hetexoalk^s 

Ci-<salkyls,Ci 

C^g cycloalky 

cyano-. carbox^ 

Ar is 
hydrocarbon 



LOT 



zsro 



(P) is 
wherein Z[D] y 
hydrolyzed therein 



R5 and R$ are independently selected from the group consisting of hydrogen, 
^ alkoxy, phenoxy, Cj-g heteroalkyls, heteroalkoxy, substituted Q-6 alkyls, 
u, C3-8 substituted cycloalkyls, aryls, substituted aryls, aralkyls, halo-, nitro-, 
, Ci<$ carboxyalkyls and alkylcarbonyls; 

moiety which when included in Formula (I) forms a multi-substituted aromatic 
a multi-substituted heterocyclic group; 
(s), (t) 7 and (u) are independently zero or one; 

or a positive integer; and (y) is 1 or 2; 

is capable of crossing the membrane of the target cell and is capable of being 

to release D. 



Please amend 

2, (Amended) 



— M- 



CH2 



wherein: 
M is X or Q; ^ 
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Y 3 and Y4 are each independently O, S, or NR12; 
mono- or divalent polymer residue; 

R9, Rio and R u are independently selected from the group consisting of hydrogen, 
L2 branched alkyls, C3-8 cycloalkyls, substituted alkyls, C3_s substituted 
substituted aryis, aralkyls, Ci^ heteroalkyls, and substituted 



tlaim 2 as follows: 

The compound of claim 1, wherein Li is selected from the group consisting of: 



V 



— M- 



r 



r 



y and 



15, 



■NR ]8 



iere X is an electron withdrawing group; 
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Q is a moiety 

(a) anc! 

(b) is 
(g)iss 
(q)is 
R7, R«, 
Y 5 and 

Please amend 

7. (Twice 
f SEP ID NO: 1 



com 



itaining a free electron pair positioned three to six atoms from -C- ; 

(n) are independently zero or a positive integer; 
i&ro or one; 

positive integer; 
tlbreeorfour; 

Ri4, R15 and R 18 arc independently selected from the group which defines R*; and 
Y 6 are independently O, S, or NR ]2 . 

<:laim7 as follows; 

\raended) The compound of claim 6 wherein the peptide is Gly-Phc-Leu-Gly 
or ( SEQIDNO:!) Gly-Phe-Leu. 



Please amend 

18, (Amend 
consisting of O 



Please amend 

3 1 . (Twice 
compound of fdhuula 



m 



with a compound) of formula: 
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c|laim 18 as follows: 

d) The compound of claim +7 wherein X is selected from the group 
and NR I2 . 



claim 31 as follows: 

tended) A method of preparing a tetrapartatc prodrug comprising reacting a 




I jm 



Lx-Z-[D] y ; 



wherein B is a leaving group for Formula fflj- j 
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Li isabifuuctional 



transported 



, arjyl: 



D is a moiety 
Lx is a leaving 
Z is covalentlj 
actively 

Cm alkyls, C 3 
cycloalkyls, 

Cx^ alkyls : 
C3-8 cycloalky 
cyano-, carhop 

Ar is a 
hydrocarbon 
(m),(r), (s),(t) ( 
(p) is 
(y)is 
Y U Y 2; 

Rn is a 



1. monovalent 



linking moiety; 

tWiat is a leaving group, or a residue of a compound to be delivered into a ceil; 
group for Formula IV; 

linked to [D] y3 wherein Z is selected from the group consisting of: a moiety that is 

into a target cell, a hydrophobic moiety, and combinations thereof; 
l 9> Rjo and R12 are independently selected from the group consisting of hydrogen, 
]2 branched alkyls, cycloalky ls ? Ci^ substituted alkyls, C3-5 substituted 
s, substituted aryls, aralkyls, heteroalkyls, and substituted Ci-<s heteroalkyls; 
l 5 and R$ are independently selected from the group consisting of hydrogen, 
alkoxy, phenoxy, Ci-s heteroalkyls, heteroaikoxy, substituted C1-6 alkyls, 
, C3-8 substituted cycloalkyls, aryls, substituted aryls, aralkyls, halo-, nitro-, 
7 carboxyalkyls and alkylcarbonyls; 
Jnoiety which when included in Formula (III) forms a multi-substituted aromatic 
a multi-substituted heterocyclic group; 
and (u) are independently ?.ero or one; 
or a positive integer, 
or two; 

Y3 and Y4 are each independently O, S 5 or NR 12 ; and 
or divalent polymer residue. 



lOI 



zero 



one 



Please amend 



claim 32 as follows; 



32. (Twice 1 Amended) A method of preparing a tetrapartate prodrug comprising reacting a 
compound of formula 



R 
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with all least one biologically active material; wherein 
Li is a bifuncLional linking moiety; 
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0]Vi 



IS 



Lais 
Z is 
moiety that i; 
thereof; 

RuR^ 
Cm atkyls, Q> 
C 3 _ 8 substitute: 
C 1h6 hcteroalky 

R2, R3, 

C^alkyls, C v 

C 3 -s cycloalky 

cyano-, carboxk 

Ar is a 
hydrocarbon 
(m), (r),(s), (t) 

(p) is 2 
Yi, Y 2t 
Rn is a 
wherein 
material. 



Please amend 

36. (Amended) 



leaving group for Formula V; 

-alertly linked to La and wherein Z is selected from the group consisting of: a 
actively transported into a target cell, a hydrophobic moiety, and combinations 



zero 



Rp, Rio and R 12 are independently selected from the group consisting of hydrogen, 
i2 branched alkyls, C 3 ^ cycloalkyls, Cm substituted alkyls, 
cycloalkyls, aryls, substituted aryls, aralkyls, C^hctemalkyls, and substituted 

Ls; 

Is and R« are independently selected fiom the group consisting of hydrogen, 
alkoxy, phenoxy, Cm heteroalkyls, Cm heteroalkoxy, substituted Cm alkyls, 
? C3-8 substituted cycloalkyls, aryls, substituted aryls, aralkyls, halo-, nitxo- ? 
, Cm carboxyalkyls and C M alkylcarbonyls; 

moiety which when included in Formula (V) forms a multi-substituted aromatic 
a multi-substituted heterocyclic group; 
and (u) are independently zero or one; 

or a positive integer; 

V 3 and Y 4 are independently O, S, or NR 12 ; and 

monovalent or divalent polymer residue 

after the reaction Z is covalently linked to the at least one biologically active 



zpaim 36 as follows: 

A compound of Formula I: 




wherein: 

L\ is a i 
each D 
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[R3ls 



bi Actional linkiag moiety; 

lUoiety is independently a residue of an anticancer agent, an anticancer prodrug, a 
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detectable tag, 

Z is 
moiety thai is 
thereof; 

. Yi, Y2 
R[ 1 is d 
Ri, R4. 
C1-6 alkyls, C 3 
C3-8 substitute 
Ci^ hetecoalky i 

alkyls, C 

C3-g cycloalky 

cyano-, carbo?^ 

Ar is a 
hydrocarbon ci 



Dr combinations thereof; 
c6valently linked to [DJ y , wherein Z is selected from the group consisting of: a 
actively transported into a target cell, a hydrophobic moiety, and combinations 

Y3 and Y4 are each independently O, S, orNRu; 
mono- or divalent polymer residue; 

R$, Rio and R12 are independently selected from the group consisting of hydrogen, 
2 branched alkyls, C3-8 cycloalkyls, substituted alkyls, 
cycloalkyls, aryls, substituted aryls, aralkyls, Ci^heteroalkyls, and substituted 

a 3 



1-6 



wherein Z[D] ; 
therein to r e l e as e P 



Please amenc 1 

37. (AmeAi 



CD R n" 



wherein: 
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and Yj. is as dtefmod b e low ; 



R 5 and are independently selected from the group consisting of hydrogen, 
alkoxy, phenoxy, Cm heteroalkyls, Ci-« heteroalkoxy, substituted Q-e alkyls, 
i, C 3 _$ substituted cycloalkyls, aryls, substituted aryls, aralkyls, halo-, nitro- , 
- t Ci-e carboxyalkyls and Ci^ alkylcarbonyls; 

moiety which when included in Formula (I) forms a multi-substituted aromatic 
a multi-substituted heterocyclic group; 
(m), (rj)L (s)» (t), and (u) are independently zero or one; and 

(p) is qzo or a positive integer, and (y) is 1 or 2* 

io capabl e of crossing tho mombron e of th e and is capable of being hydrolyzed 



claim 37 as follows: 
jied) A compound of Formula I: 



[R3I3 




■ Yj) comprises an amino acid rooiduo^ wherein Li is a bifunctional linking moiety 
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D is a 

cell; 

Z is 
moiety that is 
thereof; 

Yi, Y 2 . 

Ru is 

Cis alkyis, C 3 . 
C3-8 substituted 
Cm heteroalkjjfls; 

Ci,6 alkyis, Ci-fc 
C3.8 cycloalkylk, 
cyano-, carbox^ 
Ax is a 



moiety that is a leaving group, or a residue of a compound to be delivered into a 

ctvalently linked to [DJ y> wherein Z is selected from the group consisting of: a 
actively transported into a target cell, a hydrophobic moiety, and combinations 

Y3 and Y4 are each independently 0 ? S, or NR ]2 ; 
a mono- or divalent polymer residue; 

Rio and R t2 are independently selected from the group consisting of hydrogen, 
2 branched alkyis, C 3 -« cycloalkyls, substituted alkyis, 
cycloalkyis, aryls, substituted aiyls, aralkyls, C M hetaoalkyls, and substituted 



hydrocarbon 01 
(m),(r) 
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R 5 and R$ are independently selected from the group consisting of hydrogen, 

alkoxy, phenoxy, C u <t heteroalkyls, Cm heteroalkoxy, substituted Ci^ alkyis, 

C 3 . 8 substituted cycloalkyls, aiyls, substituted aryls, araikyls, halo-, nitro-, 

Ci^ carboxyalkyls and Ci_$ alkylcarbonyls; 

noiety which when included in Formula (I) forms a multi-substituted aromatic 
a multi-substituted heterocyclic group; 
(s), (t), and (u) are independently zero or one; md 

(p) is zqo or a positive integer; and (y) i 5 1 or 2f 



wh e rein Z[D]^ capabl e of crossing tho tncmbranu of the and is capabl e of being hydrolyaod 
therein to r e leasc -B, 
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